Background: The aim of this study was to assess health-related quality of life (HRQOL) among chronic hepatitis B (CHB) patients in Turkey and to study related factors. Methods: This multicenter study was carried out between January 01 and April 15, 2015 in Turkey in 57 centers. Adults were enrolled and studied in three groups. Group 1: Inactive HBsAg carriers, Group 2: CHB patients receiving antiviral therapy, Group 3: CHB patients who were neither receiving antiviral therapy nor were inactive HBsAg carriers. Study data was collected by face-to-face interviews using a standardized questionnaire, Short Form-36 (SF-36) and Hepatitis B Quality of Life (HBQOL). Values equivalent to p < 0.05 in analyses were accepted as statistically significant. Results: Four thousand two hundred fifty-seven patients with CHB were included in the study. Two thousand five hundred fifty-nine (60.1 %) of the patients were males. Groups 1, 2 and 3, consisted of 1529 (35.9 %), 1721 (40.4 %) and 1007 (23.7 %) patients, respectively. The highest value of HRQOL was found in inactive HBsAg carriers. We found that total HBQOL score increased when antiviral treatment was used. However, HRQOL of CHB patients varied according to their socio-demographic properties. Regarding total HBQOL score, a higher significant level of HRQOL was determined in inactive HBV patients when matched controls with the associated factors were provided. Conclusions: The HRQOL score of CHB patients was higher than expected and it can be worsen when the disease becomes active. Use of an antiviral therapy can contribute to increasing HRQOL of patients.
Background
There are approximately 250 million individuals with chronic hepatitis B (CHB) around the world [1] . Turkey is ranked as a lower intermediate-endemic country with a prevalence of hepatitis B virus (HBV) that varies between 3 and 10 % in different regions [1, 2] . As the prevalence of CHB increase, prevention by education and vaccination in those uninfected and maintaining a "good quality of life" in those infected is crucial.
Quality of life means the general perception of positive and negative aspects of an individual [3] . Health is a very substantial part of the general quality of life. The concept of health related quality of life (HRQOL) and its markers began to emerge in the 1980s. In the last few decades, in parallel to the recognized significance of the quality of life of patients, there has been an increase in the assessment of HRQOL among patients with chronic liver disease. Particularly in some countries, monitoring HRQOL in chronic hepatitis C patients has become a standard procedure [4] . Similarly, the awareness of the importance of HRQOL assessment in CHB has increased [5] [6] [7] [8] [9] [10] [11] [12] . Unfortunately, based on the results obtained from a healthy population, some results point to a decrease in quality of life in CHB patients [5] . HRQOL may worsen due to the progression of viral hepatitis [7] .
For many years, CHB patients were assessed for HRQOL using generic scales that were developed to measure the quality of life in the general population [5] [6] [7] [8] [9] [10] [11] . The development of the Hepatitis B Quality of Life Instrument (HBQOL) by Spiegel et al. [13] filled an important gap regarding the assessment of CHB patients, using a special scale for the disease. After this development, a small number of studies carried out with the HBQOL were reported in the literature [14, 15] . The quality of life in Turkey was found to be quite low in various studies where different scales were used in CHB patients [5, 11] . Unfortunately, there have been no studies of the Turkish population that assessed quality of life in CHB patients using the HBQOL and in a nationwide extent. Therefore, we planned to assess HRQOL of a wide and heterogeneous group of CHB patients using the HBQOL scale and considering different properties.
Methods

Study design
This multi-center study was carried out prospectively between January 1 and April 15 2015, in 30 provinces in Turkey. A total of 57 centers comprised from 23 university hospitals, 21 training hospitals and 13 state hospitals participated in this study. Participating hospitals were widely scattered throughout the country, as presented in Fig. 1 .
All CHB patients attending infectious disease outpatient clinics of participating hospitals over the study period were evaluated with a standardized interview. The study population included all who were eligible for participation, aged 18 years or over, and who provided informed consent. Accordingly, inactive carriers of Fig. 1 The cities where the participant centers in this study are located in Turkey. * The signs indicate the number of centers HBsAg, chronic hepatitis B-infected patients, pre-cirrhotic cases (patients with fibrosis score five and without cirrhotic symptoms) and those being treated for chronic HBV infection were included in the study and were divided into the following three groups below: a) Group 1: HBsAg positive, HBeAg negative, with normal alanine aminotransferase level (ALT) levels, patients with a HBV Deoxyribonucleic acid (DNA) level < 2000 IU/ml and who were not receiving therapy. b) Group 2: Chronic hepatitis B patients from any of the groups receiving antiviral therapy. c) Group 3: Chronic hepatitis B patients who were not receiving antiviral therapy yet and who were not inactive HBsAg carriers.
ALT levels in our study were interpreted according to reference values used in the labs of each participating center.
The exclusion criteria were as follows: 1. Hepatitis C virus (HCV) infection, 2. Any type of cirrhosis, 3. Liver failure, 4. Liver cancer, 5. Presence of other liver disorders.
Data collection tools
Data were collected using a standardized questionnaire (SQ) via a face-to-face interview, a Turkish version of Short Form-36 (SF-36) and a Turkish version of HBQOL. The study questionnaire included a total of 16 questions on sociodemographic characteristics and chronic HBV-related issues [14] .
Hepatitis B Quality of Life Instrument version 1.0-HBQOL
We used the hepatitis B quality of life instrument questionnaire produced by Spiegel in 2007 [13] . This questionnaire was subsequently verified by Pinar et al. [14] in a Turkish population. The subscales are listed as Psychological Well-Being, Anticipation Anxiety, Vitality, Stigma, Transmissibility and Vulnerability. There are 31 expressions having Likert type scoring from 1 to 5. The higher the scores in the subscales and in the total scale were interpreted as a better quality of life [13, 14] .
The scale has undergone reliability and validity analyses, however, the Transmissibility subscale was found not to be reliable or valid in a Turkish population. It was assumed that after this subscale was removed the scale would become available and compatible for Turkish CHB patients [14] .
At initiation of this study, researchers investigated the internal consistency of HBQOL subscales in the study population and showed high scores for each subscale. Cronbach's alpha values were above 0.77 for subscales of Psychological Well-Being (0.93), Anticipation Anxiety (0.93), Vitality (0.84), Stigma (0.89) and Vulnerability (0.77) but were below acceptability (0.45) for Transmissibility subscales, confirming Pinar et al.'s earlier work [14] . Accordingly, transmissibility scores were not considered in calculation of the total score in this study, where total possible scores within the range of 28-152 were transferred to corresponding scores out of 100. [18] . Higher scores demonstrate better functionality or a much better life quality [16] . This survey was reprinted with permission from the RAND Corporation [18] .
Medical
Ethics
Declaration of Helsinki and Good Clinical Practice Guidelines were respected during the entire process of enrolling patients in the study and collecting/analyzing/ reporting data. An approval from the local ethics committee was obtained for the study. Volunteering was the main option for participating in the study.
Statistical analysis
All statistical analyses were conducted using the SPSS v.22.0 statistical software package (SPSS Inc., Chicago, IL, USA). Distributions of categorical variables were tested using Chi-square test. Mann-Whitney U and Kruskal-Wallis Tests were used for comparison of groups; Bonferroni corrections were calculated for binary comparisons. Normality assumption was tested for all continuous variables using Kolmogorov-Smirnov test: median, 25th and 75th percentile values are presented for continuous variables, if the normality assumption was not valid. Spearman Correlation Test was used for correlation between continuous variables.
Quality of life among patients with chronic HBV infection was further modeled using Covariance Analysis, where the total score from the HBQOL scale and activity of the disease were considered as the main dependent and independent variables, respectively, while gender, marital status, comorbidity, presence of HBeAg, serum ALT, current treatment status and type of hospital were treated as potential confounders. Statistical significance was set at p < 0.05, if not stated otherwise. Type I error was set at 0.0167 for bivariate comparisons where three or more groups were compared simultaneously.
Results
Sociodemographic characteristics of patients
Sociodemographic characteristics of patients and properties related to the disease are presented in Table 1 . Significant differences were determined for all properties among patient groups (p < 0.05 for all).
SF-36 results
SF-36 results according to patient properties
All studied factors were found to be statistically significantly associated with Mental Component summary scores (p <0.05 for all). Similarly, all factors with the exception of marital status (p = 0.725) and HBeAg status (p = 0.082) were significantly associated with the Physical Component Summary score. Differences according to sociodemographic properties of patients with a subscale of the SF-36 scale are summarized in Table 2 .
A negative correlation was observed between the subscale scores of patient age and Physical Functioning and a positive correlation between the subscale scores of patient age and Role Emotional, Mental Health and Social Functioning. We also observed that the ALT level did not affect the subscale of Vitality, but elevated ALT did decrease the scores in the other subscales. It was also determined that Vitality, Physical Component Summary and Mental Component Summary scores were not affected by the HBV DNA level, but negatively affected the scores in other subscales. We found that the duration of diagnosis of the disease and the period of therapy did not affect SF-36 scores at all (Table 3) .
SF-36 results according to patient groups
We found that Group 1 patients had the highest scores among the patient groups. We determined that there was no difference between Group 1 and Group 2 patients for subscales of Vitality and Bodily Pain (respectively, p = 0.060, p = 0.185) while a significant difference was found in other subscales. However, scores were similar only in Vitality subscales between Group 1 and Group 3 patients (p = 0.167), while a significant difference was found in others. There was a significant difference between Group 2 and Group 3 patients for subscales of Bodily Pain, Mental Health and Social Functioning (respectively, p = 0.013, p = 0.016, p = 0.006), while results were similar for other subscales (Table 4) . 
HBQOL results
HBQOL results according to patient properties
The relationship of the obtained HBQOL scores with potential markers was studied. In male and married patients who did not receive CHB therapy, and without another chronic disease present and who were followed-up at a training hospital and were found to be HBeAg negative, it was observed that the total score was significantly higher when compared to other groups (p < 0.05 for all). Variances determined in the distribution of scores according to the properties of patients regarding their HBQOL subscales are presented in Table 5 . We determined that age did not have an effect on Psychological Well-Being, or total scores, while scores in other subscales demonstrated an increase associated with age. We also observed that the period of therapy had no effect on the total score and all the subscale scores. Only the subscale scores of Stigma were increased in case of longer periods after the diagnosis of the disease, while other subscales were not affected. It was also determined that there is a reverse correlation between elevated ALT levels and all subscale scores and in the total score of the HBQOL scale. A relationship between HBV DNA level and Psychological Well-Being and total score was not found; however, a positive correlation was found between HBV DNA levels and Vitality subscale while there was a negative correlation between HBV DNA levels and other subscales (Table 3) . 
HBQOL results according to patient groups
The total score and all the subscale scores of this scale had higher levels in Group 1 patients. Excluding the Stigma subscale (p = 0.056) between Group 1 and Group 2 patients, a significant difference was observed for subscales and total scores. However, a significant difference was found in all subscales and total scores between Group 1 and Group 3 patients (p < 0.05 for all). There was a significant difference in the Anticipation Anxiety subscale (p < 0.001) and total scores (p = 0.024) between Group 2 and Group 3 patients, while scores determined in other subscales were similar (Table 4) . In multivariate analysis (Table 6 ), HBQOL total score was statistically significantly associated with activity of the disease, controlling for gender, marital status, presence of at least one other chronic disease, current treatment status and serum ALT level.
Discussion
HRQOL of CHB patients may vary according to their socio-demographic properties. In studies conducted using different scales, it was determined that educational level [6] , age [10] , education period [11] , annual income level [10] , duration of the disease and receipt of antiviral therapy [10] affected HRQOL. In this study, HRQOL scores were found to be significantly lower in women, singles, and patients with other chronic diseases. Regarding other important non-hepatitis health issues, quality of life had been reported to be reduced in women [19] [20] [21] , singles [22] and patients with another chronic disorder [19, 23] . It is well known that women, in many parts of the world, receive less social support when compared to men when they experience chronic disorders. Additionally, their access to medical care is generally delayed compared with men and they are either obliged to work or take over their responsibilities before they get completely well [24] . These variations between genders may cause quality of life to be worse in female patients with CHB. Apart from these, being married may provide social, psychological and economic support and may improve the opportunity to live healthier [25, 26] . Therefore, singles may have a difficult time overcoming long-term disease and their quality of life may rapidly deteriorate. In some cases, comorbidities may reduce HRQOL more than the primary disorder [27] . Furthermore, the frequency of a referral to a hospital increases with more comorbidity [28] . The quality of life can deteriorate in CHB patients due to an increase in physical limitations because of another disorder leading to a decrease in the ability to become self-sufficient, utilization of multiple therapies or receiving more medical care.
Based on our data, we found that the quality of life of patients might decrease due to activation of the disease when factors that have an effect on HRQOL are further analyzed. Serum ALT level usually appears to be higher in active CHB patients [29] . HRQOL had significant relationship with ALT levels in our study. Accordingly, we think that active patients could have psychiatric consequences of the disease. Because these patients are frequently called back for control visits to check the activity of the disease, this may somehow lead to an increase in anxiety among these patients.
In our study, one can easily notice the presence of body pain experienced by patients who were receiving therapy during the active term of the disease. On the other hand, this group also had a better status of mental and social functionality and a decrease in anxiety. Additionally, the total scores obtained from the HBQOL questionnaire have demonstrated that patients with active disease undergoing therapy had increased quality of life. The main purpose and scope of current therapies is to avoid the formation of complications due to CHB [29] . However, these results reveal that antiviral therapies provided confidence to patients and increased their quality of life. This result can be assumed as an additional success of antiviral therapy.
According to the results we obtained from the SF-36 scale, not all of the CHB patients enrolled in our study felt themselves to be energetic. This result may also indicate evidence of subjective symptoms of patients, such as "weakness, getting tired quickly and desire to sleep for a long time". However, when patients are assessed in accordance with the results obtained from the HBQOL questionnaire, patients feel well via spiritual means and have an intense desire to live. Nevertheless, even though patients were considered to be in a positive mental condition, they were somehow anxious about matters in the future, and furthermore the majority of patients did not have stigmata or vulnerability emotions. When these data were assessed together, we determined that the anxious status of CHB patients was not related to the community, but highly focused on medical issues. In the present study, we can admit that the HRQOL of patients that participated in the study related to CHB was considerably better when a total median score of >80 were considered. Our study is one of the largest studies conducted in Turkey where HRQOL scores have been studied in CHB patients who are carefully monitored, and can be considered valuable due to the data obtained from patients who resided in different geographical regions and who were monitored in different types of hospitals. Even though its validity was previously tested in a Turkish population, there have been no studies published where a HBQOL scale was utilized.
Showing attention to some limitations of our study regarding the planning process could be helpful for future studies. Nevertheless, the results obtained from this study may not be generalizable to all CHB patients in Turkey. As the HBQOL was not developed for the population of cirrhotic patients, this group of patients was not included in the study. As the subscale of transmissibility is not appropriate to be used in the Turkish population, we do not recommend using the current HBQOL scale developed as is. Another limitation encountered in our study was that it may be impossible to determine the status effect ability related to the type of therapy since the HRQOL was not planned to be used as an assessment according to the type of therapy. The cross-sectional qualification and design of the current study, progression of the disease in patients and variance in the quality of life among patients during the monitoring period has limited the collection of data.
Conclusions
The quality of life of CHB patients in the study group was found to be relatively high when assessed with the values obtained by the SF-36 and HBQOL scales. The quality of life is dependent on factors related to a number of individual factors and the course of the disease.
The quality of life can become negatively affected once the activity of the disease is increased. However, appropriate antiviral therapy can provide a higher quality of life in this group of patients. Proper assessment and management of CHB along with psychiatric support for female or single patients with active disease and comorbidities should be taken into consideration. 
